Abstract
Ulcerative colitis (UC) is a chronic disease which is included in the category of inflammatory bowel disease along with Chrohn's disease. It is characterized by the inflammation and ulceration of the colonic mucosa. Sulfasalazine which is categorized under aminosalicylates is the first line medication for UC and it is a most effective drug for the induction of remission of UC as well as for the remission maintenance. It has been used in the treatment of inflammatory bowel disease for more than 40 years. It is less effective in Crohn's disease, where it exerts only a transient benefit in patients with active colonic disease and fails to prevent relapse or recurrence. Sulfasalazine is absorbed from the small intestine, re-excreted in bile and carried to the colon where its azo bond is split by bacteria to release sulfapyridine and 5-aminosalicylic acid. Sulfapyridine is absorbed and is responsible for most of the drug's side effects. 5-aminosalicylic acid is the active therapeutic moiety of the drug and exerts a beneficial topical action on the colonic mucosa. Side effects are common but are mainly reversible and these are related to high concentrations of sulfapyridine and to poor acetylation of the drug; they include gastrointestinal intolerance, malaise, headache, arthralgia, drug fever, effects on red blood cells and reversible male infertility. Rarely, neurotoxicity, hepatotoxicity, polyarteritis, pulmonary fibrosis, pancytopenia, a lupus-like syndrome and hemorrhagic colitis are produced. Pancytopenia in sulfasalazine occurs due to bone myelosuppression.
Case report
A 40-year-old male diagnosed as a case of ulcerative colitis at PGI Chandigarh was on continuous treatment with sulfasalazine 750 mg thrice daily. He was also given prednisolone which was tapered off during his course of treatment. Patient presented to our medical emergency with the chief complaints of fever of 15 days duration associated with epistaxis of one day duration. He was hospitalized. His routine blood investigations revealed hemoglobin 6.5 gm%, total leucocyte count 2456/mm 3 and platelet count 32000/mm 3 . His thyroid function and serum B12 level were normal. Bone marrow examination could not be performed due to his refusal. A d i agnosis of sulfasalazine-induced pancytopenia was made. Prednisolone 50 mg once a day was started. He also received two units blood transfusion and one unit of single donor platelet concentrate. He was discharged within 10 days with hemoglobin of 9.5 gm%, total leucocyte count 4200/mm 3 , and a platelet count of 78000/mm 3 . He was advised to come for weekly follow-up. After one week he returned and his hemoglobin was found 10.2 gm%, total leucocyte count 5400/mm 3 and platelet count was 98600/mm 3 . At that time he was complaining of increased frequency of stools with blood staining. So he was given azathioprine 50 mg twice daily along with prednisolone. Prednisolone was tapered off in 6 weeks. Patient is on regular follow-up with no complaints.
Discussion
Sulfasalazine is still a very important drug in the treatment of inflammatory bowel disease and rheumatoid or seronegative arthritis. Based on its cost and safety and convenience, many immunologists select sulfasalazine as initial treatment. The most common adverse effects are gastrointestinal effects, headache, dizziness and rash. It can also be associated with SLE like syndrome. 5 Like numerous drugs, sulfasalazine can induce pancytopenia due to bone marrow toxicity. 6, 7 Although bone marrow biopsy examinations could not be performed due to patient's refusal, on the basis of coincidence of changes in the hematological profile of the patient with changes in medication there was strong suggestion to bone marrow suppression and it was only due to sulfasalazine because he was on this drug. After stopping the drug, patient improved. When administered orally, 25% of sulfasalazine is absorbed in the small intestine and most of it reaches the colon where bacterial activity metabolizes it into two metabolites 5-aminosalicylic acid and sulfapyridine. 5-aminosalicylic acid is not absorbed from the colon and manifests its therapeutic effects on the inflammatory mucosa. For this reason 5-aminosalicylic acid and sulfasalazine can be suitable alternatives and both have shown comparable efficacies. 8 5-aminosalicylic acid-induced pancytopenia suggestive of bone marrow suppression has also been reported. 9 S u lfasalazine alone can also cause thrombocytopenia. Since there can be several mechanisms of bone marrow suppression such as immune reactions, infections and drug toxicity, it is recommended that sulfasalazine should be discontinued upon unexplained fever, chills, sore throat, malaise, or other nonspecific illness earlier in the treatment.
Conclusion
Sulfasalazine associated pancytopenia observed in the case reported herein is suspected due to bone marrow suppression. It is suggested that patient should be treated symptomatically and other causes of pancytopenia should be ruled out and drug should be stopped. Alternative drug to treat condition should be looked into.
